Introduction
Macrophages activated with bacterial lipopolysaccharide release a variety of mediators including nitric oxide (NO), tumour necrosis factor (TNF-a) and prostaglandins, namely prostaglandin E2 (PGE2) and prostacyclin (PGI2). [1] [2] [3] The cytotoxic properties of activated macrophages depend, at least in part, on the biological activities of these mediators. Thus the synthesis of NO from the amino acid t-arginine has been shown to be a major cytotoxic mechanism of activated macrophages. 1 Moreover NO has been identified as an effector molecule of the cytotoxic effects produced by TNF-ot in bovine endothelial cells. 4 Conversely, PGE2 and PGI2 inhibit the cytotoxic properties of activated macrophages. 3 Furthermore, increasing evidence suggests that the interaction existing within the biological actions of NO, prostaglandins and TNF-ot may result in a mutual regulation of their synthesis and/or release. In fact TNF-a has been reported to induce NO synthase in murine peritoneal macrophages 5 and bovine endothelial cells. 
Results
PGE2 and iloprost on NO2-generation (Fig. 1) .
The production of NO2-by unstimulated J774 RO-201724 
10
-12 M) produced a concentration-NO2-accumulation was observed (Fig. 1) . PGE2, dependent inhibition of TNF-ot release (Fig. 2) . iloprost and cAMP, at any of the concentrations PGF2 (10 -6 10-SM) did not produce any tested, did not affect NO2-generation when effect (data not shown). It is interesting to note added to the cells 6 h after lipopolysaccharide that iloprost, as observed for NO2-generation, challenge (data not shown). Conversely, PGFi0t was more potent than PGE2, also an inhibitor of (10 (Fig. 2) . Moreover, as from about 50% to about 70% (Fig. l) . RO to note that all the tested compounds were more potent in inhibiting TNF-cz than NO2-production.
Since NO seems to be the effector molecule of the cytotoxic activity of TNF-0t, 5 and PGE2 and iloprost modulate the production of TNF-cz and NO, 17 it could be hypothesized that the inhibitory action of the two prostanoids on NO synthase induction might be secondary to the inhibition of TNF-0t generation which seems to be mediated by cAMP. This hypothesis appears conceivable considering that in macrophages lipopolysaccharide stimulates not only TNF-cz and NO but also a sustained production of the prostaglandins, following the expression of inducible cyclooxygenase. In this light the downregulation of TNF-a and consequendy of NO production by endogenous prostaglandins may represent a relevant feed-back mechanism in modulating the cytotoxic effects of a sustained NO production following immunological stimulation.
